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AB As part of a program aimed at generating compds . with affinity for the 
cc2-S subunit of voltage-gated calcium channels, several novel 
P-amino acids were prepared using an efficient nitroalkane-mediated 
cyclopropanation as a key step. Depending on the ester that was chosen, 
the target amino acids could be prepared in as few as three steps. The 
cyclopropyl amino acids derived from ketones proved to be potent binders 
of the a2-5 subunit of voltage-gated calcium channels, but did 
not interact with the large neutral amino acid system L (leucine) 
transporter. Anticonvulsant effects were observed in vivo with compound 34 but 
only after intracerebroventricular (icv) administration, presumably due to 
inadequate brain concns . of the drug being achieved following oral dosing. 
However, pregabalin 1 was active in the DBA/2 model after oral (and ic) 
dosing, supporting a hypothesis that active transport is a prerequisite 
for such zwitterionic species to cross the blood-brain barrier. 
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AB The title compds. I [Rl represents (CO) h (NRa) j (CRb : CRc) kAr (wherein Ra , 
Rb, and Rc each independently represents hydrogen, halogeno, hydroxy, 
optionally substituted Cl-6 alkyl, etc.); Ar = (un) substituted aromatic 
heterocyclic ring, etc.; h, j, k = 0 or 1; Cy is a 5- or 6-membered aromatic 
heterocycle; and V represents L-X-Y (wherein L is a single bond, 
optionally substituted Cl-6 alkylene, etc.; X is a single bond, 0, CO, 
etc.; and Y is hydrogen, halogeno, nitro, etc.); n = 0 - 4] are prepared 
Compds. of this invention in vitro showed IC50 values of 63 nM to 578 nM 
against JNK-3 . 
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AB The invention provides novel cryptophycin compels . I [Ar = Ph which may be 
substituted by OH, alkoxy, halogen, or alkyl; Rl = halo and R2 = OH or 
R1R2 = 0 or a bond; R3 = alkyl; R4 , R5 = H or together form a bond; R6 = 
benzyl, hydroxy-, alkoxy-, halohydroxy- , dihalohydroxy- , haloalkoxy-, or 
dihaloalkoxybenzyl; R7, R8 = H or together form a spiro group; R9 = H or 
alkyl; R10 = H; Y = 0 or NH] or pharmaceutical ly acceptable salts, which 
can can disrupt the microtubulin system of the cytoskeleton and are useful 
as antineoplastic or antifungal agents and for the treatment of cancer. 
The invention further provides a formulation for administering the novel 
cryptophycin compds . Thus, compound II was prepared via ester if ication , 
deprotection, and lactamization reactions. Compds. I were tested for 
cytotoxicity and antitumor activity. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB This invention provides novel cryptophycin compds . I [G = Cl-12 alkyl, 

C2-12 alkenyl, (un) substituted aryl or heteroaryl; Rl = halo, SR, OR, NH2 , 
mono- or di-Cl-6 alkylamino, tri-Cl-6 alkyl ammonium, Cl-6 alkylthio, 
di-Cl-6 alkyl sulf on ium, Cl-6 alkyl sul fonyl , Cl-6 alkylphosphonyl , R2 = OH, 
NH2, NR, SH; R1R2 = form double bond, 3-membered ring; R = H, Cl-6 alkyl; 
R3 = lower alkyl; R4, R5 = H, double bond; R6 = (un) substituted Cl-6 
alkyl, C3-8 cycloalkyl, heteroaryl, aryl, alkylaryl; R7 = H , lower alkyl, 
Cl-3 alkyl-NR51R52 , OR51; R8 = H, lower alkyl; or R7R8 form cyclopropyl 
ring,- R51, R52 = independently Cl-3 alkyl; R9 = H, lower alkyl, unsatd. 
lower alkyl, lower alkyl-C3-5 cycloalkyl; R10 = H, lower alkyl; or R9R10 
form cyclopropyl ring; Rll = H, OH, alkyl, Ph, substituted Ph, CH2Ph, 
substituted CH2Ph; R14 = H, lower alkyl; R30 = H, Cl-6 alkyl; X = O, NH, 
alkylamino; Y = O, NH, alkylamino; with provisos] and pharmaceut ically 
acceptable salts thereof, useful for disrupting the microtubulin system, 
as antineoplastic agents, antifungal agents, and for the treatment of 
cancer. The invention further provides a formulation for administering 
the novel cryptophycin compds. Thus, coupling of cyclopropanecarboxyl i c 
acid II (Boc = C02CMe3) (preparation given) with cryptophycin fragment III, 
followed by deprotect ion, cyclization, and chlorohydrin formation gave 
novel cryptophycin IV. Compds. of this invention are useful against 
pathogenic fungi and were evaluated against a broad spectrum of murine and 
human tumors implanted in mice, including drug-resistant tumors. 
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AB Freshness of cut flower is preserved with cycloalkane derivs. and/or 

carboxylic acid derivs. The method is low in cost, free of environmental 
pollution, and highly effective. 
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AB 1-Cyano-l-trimethylsilylcyclopropanes I (R = SiMe3, Rl = R2 = H, Ph; Rl = 
Ph, R2 = H) were efficiently converted to 1-cyanocyclopropane- 1 -carboxyl ic 
acids I (R = C02H, Rl , R2 = same) in the presence of a fluoride ion source 
(CsF) under C02 atmosphere. This transformation provides a novel route to 
1-aminocyclopropane-l-carboxylic acid, which is found in many plants, and 
to its homolog (1-aminomethyl cyclopropane- 1 -carboxyl ic acid) . 
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